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TOFRANIL 





Antidepressant drugs are being offered to the medical profession in rapidly 
growing number. The flood of promotional literature conveys the impression 
that the treatment of both mild and serious depressive disorders has been suc- 
cessfully reduced to the simple task of prescription. This is totally untrue. 
Clinical experience with most of these compounds is extremely limited. There 
is, moreover, no evidence that any drug or combination of drugs is effective 
against the whole range of depressive disorders. It can therefore not be suffi- 
ciently stressed that the drug treatment of depressed patients still requires a 
high degree of therapeutic skill and experience in the management of depressions. 


The search for more effective antidepressant drugs has resulted largely from 
the ineffectiveness of older drugs in relieving severe depressions. Iproniazid 
(Marsilid), the only drug which had proved effective in many cases, was exces- 
sively toxic. Current research has concentrated mostly on stimulating or "ener- 
gizing'' compounds which inhibit brain monoamine oxidase. Imipramine hydro- 
chloride (Tofranil-Geigy) differs from other antidepressant drugs in being neither 
a stimulant like amphetamine, nor an amine oxidase inhibitor like Marsilid. 


CLINICAL INVESTIGATIONS - The antidepressant properties of imipramine 
were discovered by Roland Kuhn in Switzerland (Amer. J. Psychiatry, 115: 459, 
1958). Clinical investigations, most of them uncontrolled, in Europe and later 
in the United States and Canada, have been in progress for over three years. 
(See the special supplement of the Canadian Psych. Ass'n. J., Vol. IV, 1959, 
for information on the pharmacological and therapeutic action of Tofranil as well 
as on clinical and investigative aspects of depressive disorders.) 











There is general agreement among clinical investigators; here and abroad, 
that Tofranil can be highly effective in depressive syndromes, particularly those 
associated with manic-depressive and involutional psychoses, and to a lesser de- 
gree with reactive depressions. This antidepressive action is selective; depres- 
sive syndromes characterized by retardation, inhibition and despondent moods 
are more favorably influenced than depression which is associated with agitation, 
anxiety or panic. Such somatic disturbances as weakness and loss of appetite, 
which so often accompany depressive states, also constitute suitable targets for 
the therapeutic effects of Tofranil. In contrast to monoamine oxidase inhibitors, 
which frequently increase motor activity and produce tension, Tofranil decreases 
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the intensity of depressive symptoms, usually without producing euphoria or over- 
activity. It must be emphasized that the use of Tofranil does not eliminate the 
need for psychotherapy and social rehabilitation measures. 


DOSAGE - The most effective dosage schedules for adults vary between 75 
and 300 mg. per day, though in some patients even lower doses may be effective; 
and in these patients larger doses may provoke tension and agitation (Kuhn, cit.). 
There is strongly suggestive evidence that intramuscular administration during 
the first eight to ten days intensifies the therapeutic effectiveness. The first fa- 
vorable changes can in some cases be observed as early as the third to fifth day; 
they occur more frequently by the end of the first or second week. If the thera- 
peutic response is still unsatisfactory by the end of the third week, continuation 
of treatment holds little further promise. 


SIDE EFFECTS - The psychotropic effects of Tofranil are frequently asso- 
ciated with somatic reactions which are indicative of the drug's central mode of 
action. Among those most frequently encountered are dizziness, weakness, shak- 
iness, dry mouth, excessive perspiration, constipation, heartburn and pares- 
thesias. Severe shaking and falling have been reported in a few aged patients on 
250 mg. daily; one of these suffered a fractured femur (H. L. English, Lancet, 
1:1231, 1959). Instances of skin eruptions and bladder retention have been de- 
scribed. While these somatic side effects are rarely severe enough to interfere 
with continuation of treatment, the patient should be carefully observed through- 
out the course of treatment. Occasional episodes of manic excitement, with or 
without hallucinations, may occur, particularly in patients with manic-depres- 
sive psychoses. They may be severe and protracted, however, even in patients 
who have not previously had manic swings (H- R.- Rollin and E. L. Udwin, Corre- 
spondence, Brit. Med. Journal, 2:97, 1959). <A few instances of cardiac deaths 
in aged patients receiving Tofranil have been reported. Whether or not death was 
attributable to drug effects has not been determined. The drug should be used 
with the greatest caution or not at all in elderly persons and in patients with se- 
vere hypertension, heart failure, or coronary artery disease. There is no evi- 
dence that tolerance to the drug is acquired. Furthermore, the danger of drug 
dependence or addiction seems remote since the drug does not induce "pleasur- 
able" psychotropic effects. 








EFFECTIVENESS - The promotional claim that Tofranil is effective "in 70 
to 85 per cent of cases'' is exaggerated, as are similar claims in connection with 
other antidepressant drugs. On the basis of critical clinical reports it may be 
assumed that good therapeutic results can be expected in about 50 to 60 per cent 
of patients with depressive psychoses, with striking improvement in some pa- 
tients. The drug is less likely to be effective in depressed phases of schizophre- 
nia or of organic brain disease. The effectiveness of Tofranil therapy in any par- 
ticular patient cannot be determined in advance. As to its usefulness in the treat- 
ment of neurotic depressive reactions, there is as yet little agreement, and only 
carefully controlled clinical trials can determine its value in such cases. 





Tofranil may be regarded as an antidepressant drug which manifests a con- 
vincing, though highly selective, therapeutic capacity. It appears to be effec- 
tive chiefly in the treatment of cyclic depressive psychosis and other endogenous 
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depressions. Whether the range of its effectiveness can be extended to include 
other disorders in which depression is a disabling symptom, and the extent to 
which it will be an effective substitute for shock therapy in endogenous depres - 
sions, remain to be determined by long clinical experience. 


VITAMIN B}> 





The long list of physical and emotional disorders which are claimed by thera- 
peutic enthusiasts to respond to vitamin B}2 is matched by a far longer list of med- 
ications containing this vitamin. It is present in hundreds of shotgun vitamin and 
vitamin-mineral preparations, and it is offered by itself in both oral and paren- 


teral form. 


The use of large doses of vitamin B)2 does not promote growth in children 
(D. A. Craigmile, et al., Monthly Bull., Ministry of Health, London, May, 1956). 
Its use in the treatment of various skin diseases and nerve disorders unrelated to 
pernicious anemia probably does no harm, but convincing evidence that it has any 
value in the absence of a genuine deficiency of the vitamin is lacking. It is of no 
value in iron-deficiency anemia, and its indiscriminate use may mask cases of 
pernicious anemia. Parenteral B,, has been administered for neurologic dis- 
orders unrelated to Bio deficiency, as well as for ill-defined pain and fatigue 
states, particularly in middle and old age. It is doubtful that any greater effect 
is obtained with By in these instances than would follow the enthusiastic admin- 


istration of a placebo injection. 





CAUSES OF DEFICIENCY - The inclusion of B)> in vitamin mixtures seldom 
serves a useful purpose. A deficiency of this vitamin because of low dietary in- 
take is a very rare occurrence, and is likely to result only from extreme vegetar- 
ianism. Except for the rare cases in which lack of B)> in the diet is responsible, 
the amounts present in most vitamin mixtures will neither prevent nor cure gen- 
uine systemic deficiency. Such deficiency is likely to result from: 





l. Lack of intrinsic factor in the gastric mucosa required for absorption of 
Bi2 (pernicious anemia); total gastrectomy. 

2. Anatomical or functional disorders of the small intestine, including small 
bowel fistulas and resection, malabsorption syndrome, and fish tapeworm 
(Diphyllobothrium latum) infestation. Among the malabsorption syndromes 
are sprue, small bowel lymphomas and Whipple's disease. 

3. A miscellaneous group of diseases which very occasionally increase re- 
quirements for vitamin B)>, interfere with normal vitamin metabolism, 
or act in some way as yet undetermined to cause a deficiency despite nor- 
mal B)2 intake. These include megaloblastic anemias of pregnancy and 
infancy, liver disease, and intestinal blind sacs. 


When lack of intrinsic factor or other disorders cause a depletion of the body 
stores of vitamin B)5, megaloblastic anemia results, often accompanied by a 
sharp reduction in the number of white cells and platelets, by the neurological 
picture of posterolateral sclerosis, and occasionally by diffuse cerebral dysfunc- 
tion. These neurological disorders, caused by low serum level of the vitamin, 
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usually occur in untreated pernicious anemia or after total gastrectomy; they 
may occasionally precede hematologic signs. They can also occur, however, 
when pernicious anemia is treated with folic acid alone, without Bi2: 


TREATMENT - The treatment of vitamin B)2 deficiency is best accomplished 
with parenterally administered B,>5- Doses of 100 micrograms once or twice a 
week may be given until normal hemoglobin levels are reached. Once remission 
has been achieved, if the cause of the anemia cannot be eliminated, the patient 
can usually be maintained on 45 to 60 micrograms monthly or 100 micrograms 
every two months. In the presence of neurologic disease associated with low 
serum B)> levels, larger parenteral dosage (100 micrograms daily or every sec- 
ond day) is suggested. Such therapy will effectively halt the progression of the 
neurologic disorder in all cases and will reverse it to a variable degree, depend- 
ing on the extent and duration of the disease. 





Oral therapy with vitamin B)> alone in pernicious anemia, total gastrectomy, 
and malabsorption syndrome has been shown to be effective against the anemia 
with an adult dose of at least 150 micrograms each day. Such therapy is not rec- 
ommended, however, because with it low serum vitamin B)2 levels persist de- 
spite complete clinical and hematological remission. Oral treatment with Bio 
and added intrinsic factor is usually effective if the source of the intrinsic factor 


is potent, but oral therapy should not be used in the presence of neurologic disease. 


ANERGEX 





Anergex (Mulford Colloid Laboratories), an allergenic extract of Toxicoden- 
dron quercifolium, is advertised as ''the injectable which inhibits the allergic re- 
sponse" and consequently suppresses allergic manifestations regardless of the 
offending allergen. Its appeal for the general practitioner is based on the claim 
that it eliminates the need for ''skin tests, special diets, and long drawn-out de- 
sensitization procedures." It is further claimed that "a single short course of 
injections - 1 ml. daily for 6-8 days - provides prompt relief which persists for 
months in most patients, and can be maintained by occasional booster doses. '"' 
The claims for Anergex are supported by studies of over 500 cases reported in 
Clinical Medicine, American Practitioner and Digest of Treatment, and in "un- 
published data.'' Marked improvement or complete relief resulted from treat- 
ment in over 60 per cent of these cases, according to the manufacturer. 





Anergex was the subject of a report by the Committee on Drugs of the Re- 
search Council of the American Academy of Allergy. The results of the study 
were summarized in the Journal of Allergy (29:459, 1958). A total of 69 patients 
were given Anergex by four different investigators. No striking therapeutic ef- 
fect was observed, and the Committee considered further study unwarranted. 





None of the studies cited by the manufacturer were controlled. The need for 
controls was made clear by a double-blind study by S. H. Kamin, etal. (Pediat- 
rics, 22: 887, 1958), showing the remarkable effectiveness of placebo saline in- 
jections in many allergic patients. The authors report "no statistically signif- 
icant difference" between the results of treatment with Anergex and with placebo. 
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